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Context: With the development of transformative drugs at a low point, numer-
ous commentators have recommended new legislation that uses supplementary
market exclusivity as an incentive to promote innovation in the pharmaceutical
market.

Methods: This report provides an historical perspective on proposals for encour-
aging drug research. Four legislative programs have been primarily designed to
offer market exclusivity to promote public health goals in the pharmaceutical
or biomedical sciences: the Bayh-Dole Act of 1980, the Orphan Drug Act of
1983, the Hatch-Waxman Act of 1984, and the pediatric exclusivity provisions
of the FDA Modernization Act of 1997. I reviewed quantitative and qualitative
studies that reported on the outcomes from these programs and evaluated the
quality of evidence generated.

Findings: All four legislative programs generally have been regarded as success-
ful, although such conclusions are largely based on straightforward descriptive
reports rather than on more rigorous comparative data or analyses that suffi-
ciently account for confounding. Overall, solid data demonstrate that market
exclusivity incentives can attract interest from parties involved in drug de-
velopment. However, using market exclusivity to promote innovation in the
pharmaceutical market can be prone to misuse, leading to improper gains. In
addition, important collateral effects have emerged with substantial negative
public health implications.

Conclusions: Using market exclusivity to promote pharmaceutical innovation
can lead to positive outcomes, but the practice is also characterized by waste
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and collateral effects. Certain practices, such as mechanisms for reevaluation and
closer ties of incentives programs to public health outcomes, can help address
these problems.

Keywords: Innovation, pharmaceutical, patent, legislation.

HE U.S. PHARMACEUTICAL MARKET HAS UNDERGONE A

I gradual change in the development of innovative therapeutics,

with substantial implications for public health. Global rates
of antibiotic resistance among bacteria continue to rise (Maragakis,
Perencevich, and Cosgrove 2008), but in recent years, only five new sys-
temic antibacterial agents have emerged from the largest pharmaceutical
companies (Spellberg et al. 2008). Although tropical diseases remain a
leading cause of mortality in low-income settings (Trouiller et al. 2002),
they are managed primarily with products developed decades ago, which
have important limitations (Nwaka and Hudson 2006). Even in fields
like oncology, which has seen relatively high rates of new drug approvals
(DiMasi and Grabowski 2007), many of the recent products have not
substantially changed patient mortality, leading to questions about the
usefulness or cost-effectiveness of such innovation (Denny, Emanuel, and
Pearson 2007).

While some people blame the U.S. Food and Drug Administration
(FDA) for stifling innovation (Miller and Conko 2007), clinical trial and
regulatory review times today are short by historical standards (Keyhani,
Diener-West, and Powe 2006), and the FDA’s approval rates are con-
sistently high for the products it evaluates (Sridhara et al. 2010). The
low level of transformative drug production is related to a drop in new
applications to the FDA for approval of innovative drugs. Paradoxically,
this has occurred despite billions of dollars in public and private fund-
ing for research and development (R&D), as well as consistently high
revenues reported by the pharmaceutical industry. As a result, diverse
individuals have called for new federal policies to stimulate innovative
drug development (Frantz 2006; GAO 2006; Rai et al. 2008).

Most such policy recommendations target the pharmaceutical indus-
try’s intellectual property environment, in which patents legally assign
credit and ownership rights, allowing manufacturers to enforce market
exclusivity. The development of new pharmaceutical products requires
substantial up-front investment and technical knowledge. During the
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patent-protected period, the manufacturer sets prices above the cost of
production to recoup its financial investment and make a profit. When
the market exclusivity time ends, generic versions may enter the market,
and the resulting competition drives down prices. Generic drugs are less
expensive in part because their manufacturers need to account for only
the cost of drug synthesis and not the initial cost of R&D. Since nearly
all generic drugs are clinically equivalent to the originals (Davit et al.
2009), they are widely substituted in clinical care (Shrank et al. 2010).
Thus, many proposals to promote pharmaceutical innovation use mar-
ket exclusivity as a lever (Reichert 2003). The Government Accountabil-
ity Office (GAO) recently suggested that patents could be lengthened
“to 25 or 30 years” for important drugs with “high therapeutic po-
tential,” which would include certain antibiotic products (GAO 20006).
This solution is likely to have a limited effect because net present value
calculations heavily discount years far into the future. In 2008, the FDA
Amendments Act authorized the sponsor of a new drug for a tropical dis-
ease to receive a transferable voucher entitling the company to expedited
FDA review of a new drug application for any other product. By speeding
up the FDA'’s evaluation time—and therefore providing earlier access
to the market exclusivity period—the priority review voucher was pro-
jected to be worth $300 million to manufacturers (Ridley, Grabowski,
and Moe 20006). In practice, however, the program had a rocky start. In
April 2009, Novartis was awarded the first voucher for its antimalar-
ial drug artemether-lumefantrine (Coartem) (FDA 2009). But since the
product had already been developed and was in use outside the United
States, Novartis was awarded the incentive without performing any new
research into tropical diseases, which did not comport with the original
goal of the legislation (Kesselheim 2008). Most recently, the Patient Pro-
tection and Affordable Care Act of 2010 enacted a system for approving
follow-on biologic drugs (i.e., proteins or other large molecules derived
from living cells), among which brand-name products have enjoyed lit-
tle competition from bioequivalent alternatives even after their primary
patents expired (Frank 2007). The final legislation also included twelve
years of guaranteed market exclusivity for all biologic drugs (even if the
drug’s patent expired before that time). Anything less, industry advo-
cates threatened, could hinder domestic innovation in biologic drugs
(Wheadon 2010). The twelve-year exclusivity period, however, has been
criticized as overly burdensome, and as a result, the viability of the new
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pathway has been dismissed by potential follow-on biologic entrants
(Gingery 2010).

Given the resurgence of interest in the United States in the legislative
strategy of using market exclusivity to stimulate innovation, it is timely
to examine the outcomes resulting from prior efforts, focusing on di-
rect short- and long-term outcomes and collateral effects. This incentive
strategy was prominent in four different pieces of legislation in the past
thirty years: the Bayh-Dole Act of 1980, the Orphan Drug Act of 1983,
the Hatch-Waxman Act of 1984, and the pediatric exclusivity provi-
sions of the FDA Modernization Act of 1997. Here I describe studies
that assessed the outcomes of these legislative programs and comment
specifically on the studies” methodological rigor. The subjective tiering
system that I used favors comparative studies and well-designed surveys
over case studies and anecdotal reports, although the latter categories
can generate important hypotheses and motivate policy changes.

The Bayh-Dole Act of 1980

In 1980, Congress adjusted intellectual property policy to encourage
commercial development based on federal research funding. The Uni-
versity and Small Business Patent Procedures (Bayh-Dole) Act of 1980
gave U.S. small businesses and nonprofit organizations the authority to
retain control of the patent rights in inventions arising from government-
sponsored research and to offer exclusive licenses to private firms. Later,
the statute’s reach was expanded by executive order to include all gov-
ernment contractors.

The goal was to enhance commercial development by transferring
intellectual property ownership from the government to the recipients
of federal funding (So et al. 2008). Before Bayh-Dole, there was no
consistent federal approach to managing inventions from government-
sponsored research. Universities and the business community argued in
the late 1970s that private control could encourage investment and more
consistently bring the fruits of this research to market. They pointed to
the poor record of licensing government patents for commercial develop-
ment; that is, of the nearly 30,000 patents awarded to the government
for inventions arising from federally funded research, only 5 percent
were so licensed (GAO 1998). Notably, the 5 percent rate reflected a
selection bias because it consisted largely of inventions by contractors
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whose contracts with the government stipulated that they could have
retained title to the patents if they had wanted to do so (Eisenberg
1996). In addition, the actual licensing rate was substantially higher for
government-held patents in the biological sciences, in which 75 (23%)
of 325 government-held health care—related patents were licensed as of

1976.

Studies Addressing Primary Outcomes of
Bayh-Dole

Survey data have credited Bayh-Dole with promoting the licensing of
federally funded work at U.S. universities. A survey of technology trans-
fer office managers found that only 12 percent of university inventions
were ready for commercial use at the time of license and that man-
ufacturing feasibility was known only for 8 percent. The respondents
believed that these early-stage discoveries would have remained unde-
veloped without exclusive license agreements with commercial sources
(Jensen and Thursby 2001). Another survey of universities’ technology
transfer office managers reported that patenting practices were imple-
mented in a manner to further the goal of technology commercialization
(Pressman et al. 2006). In a GAO survey, nine out of ten business exec-
utives considered the legislation to be critical to their decisions to fund
research in university settings (GAO 1987). Since 1991, the Association
of University Technology Managers (AUTM) has conducted annual sur-
veys of technology transfer offices regarding commercialization rates. In
its 2008 report, the AUTM reported that 648 new commercial products
had been created, 595 new companies formed based on university tech-
nology, and 5,039 total license and options executed (AUTM 2009a).
These survey data, however, are limited by the respondents’ biases, such
as the social desirability response bias (see table 1). Manufacturers and
technology transfer offices also have strong professional motivations to
report positively on their commercialization activity.

Apart from survey data, counts of patents and technology transfer
offices have demonstrated an association between the enactment of Bayh-
Dole and enhanced patenting and licensing at research universities. The
number of patents issued to the one hundred leading U.S. research
universities more than doubled between 1979 and 1984 and more than
doubled again between 1984 and 1989 (Mowery and Ziedonis 2000). In
1980, 390 patents were awarded to universities; by 2001, this number
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had increased to 3,203 (Schacht 2005). However, the trends reported
cannot be definitively linked to causation, in part because these studies
do not have control groups to suggest how Bayh-Dole might have
differentially affected outcomes.

Industry funding of research at universities and industry-university
partnerships increased after Bayh-Dole. The aggregate gross licensing
revenue obtained by universities approached $1 billion in 2002 (AUTM
2002), and the number of universities with technology transfer offices
rose from twenty-five in 1980 to two hundred in 1990 (Cohen et al.
1998). But as with patents, descriptive counts of technology transfer
offices or gross licensing revenues are not fully reliable in helping define
causation (Thursby and Thursby 2008). In addition, studies providing
results at the institutional level paint a different picture from that of the
aggregate reports of technology transfer offices. For example, one study
specifically looked at the median net licensing income per institution for
a sample of eighty-four major U.S. universities, hospitals, and research
institutes, a value that subtracts legal expenditures and payments to
other institutions from gross licensing income (Sobolski, Barton, and
Emanuel 2005). The authors found that the median net licensing income
per institution was only $1.13 million per year. There was also an uneven
distribution of income, as 13 percent of the institutions earned more than
$10 million per year, with the six highest earners (top 7%) accounting
for nearly 60 percent of all income. Another analysis confirmed that
only a few universities earned large returns and found that, overall, the
expected licensing returns were modest, especially when compared with
the investment in university research expenditures (Bulut and Moschini
2009). Both sets of researchers concluded that the resources allocated
to some technology transfer offices might be better spent elsewhere, as
costs may exceed revenues over time.

Other studies have tried to quantify Bayh-Dole’s impact on prod-
uct output. For example, one study found that universities increased
their patenting after Bayh-Dole in lines of business in which licens-
ing is an effective mechanism for acquiring technical knowledge. This
work is persuasive because it compares differential effects of Bayh-Dole
across industry sectors, and the author concluded that university re-
search became more commercially oriented (Shane 2004). Another high-
quality economic analysis concluded that Bayh-Dole helped spur cen-
ters of innovation and entrepreneurship (Hausman 2011). By contrast,
Mowery and Sampat found that university patenting overall had begun
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to grow before the Bayh-Dole Act (Mowery and Sampat 2001) and that
“patent propensity” (defined as patents per dollar of academic research
and development spending) grew steadily, with no sharp break in trend
in 1980 (Mowery et al. 2004). To determine the causes of increased
university patenting, a follow-up study examined intellectual prop-
erty management at three leading academic institutions—Columbia
University, the University of California, and Stanford University—and
found substantial growth in patenting and licensing activities before
Bayh-Dole (Mowery et al. 2001). These data, based on in-depth ex-
aminations of the three institutions, are limited primarily by a lack of
generalizability.

A different research group sought to quantify the effect of Bayh-
Dole on the quality of university patents. The investigators used a
comprehensive database of university patents (1965 to 1988), compared
to a 1 percent random sample of all patents issued during this period.
Examining the subsequent citations received by these patents, they
found a decline in the importance and generality of university patents
relative to the random sample from 1982 onward (Henderson, Jaffe, and
Trajtenberg 2001). They concluded that universities may have sought
more patents on fewer important inventions. An alternative explanation
is that the quality of patents after Bayh-Dole changed, owing to the entry
of universities less savvy about the types of inventions to patent. A study
of patents assigned to nearly all U.S. universities from 1975 to 1992
tested this hypothesis and found that those universities actively involved
in patenting before Bayh-Dole demonstrated consistently high levels of
patent importance throughout the study period (Mowery and Ziedonis
2002). But the patents produced after Bayh-Dole by universities that
had rarely or never patented before the law’s passage tended to be of low
importance.

More recent studies looked beyond patents to pharmaceutical product
output. In 2009, Sampat identified seventy-two drugs approved in the
past twenty-five years whose patents point to involvement by academic
inventors, including some of the most novel and clinically useful drugs
produced during that time (Sampat 2009). Using a similar database,
another study compared the patent origins of all new drugs approved
between 1998 and 2005 and found that government funding played a
role in almost half of the 478 products, including almost two-thirds of
the most important or innovative ones (Sampat and Lichtenberg 2011).
Similarly, Stevens and colleagues identified 153 new FDA-approved
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drugs, vaccines, or new indications for existing drugs that were dis-
covered through research carried out in public-sector research institu-
tions (i.e., universities, research hospitals, nonprofit research institutes,
and federal laboratories) and directly linked to federal funding (Stevens
et al. 2011). These studies suggest that government-funded research
contributes substantially to pharmaceutical development, but the re-
sults do not address whether Bayh-Dole or the licensing process was
essential to the innovative work.

In fact, one study suggested that an open-source model might be more
effective than a private licensing regime in spurring development. This
study of output from DNA-based patents compared gene sequencing by
the Human Genome Project with output from the private firm Celera
to determine whether privately held intellectual property rights encour-
aged innovation (Williams 2010). Celera’s methodology of assigning
intellectual property to sequenced genes led to less future research and
product development than did the public effort.

Studies Addressing Collateral Effects of
Bayh-Dole

Commentators have expressed concern that Bayh-Dole has contributed
to the web of patents encompassing the basic work in university settings,
thereby slowing the progress of scientific investigation and raising the
costs of biomedical research through licensing expenses, a hypothesis that
has been termed the “tragedy of the anticommons” (Heller and Eisenberg
1998). Individual cases supporting this hypothesis exist; for example,
biotechnology firms seeking to do research on stem cells have faced
substantial fees and restrictive licensing strategies from the University
of Wisconsin for using its patents covering embryonic stem cell lines
(Holden 2007). Other commentators, however, argue that the rise in
university patenting does not act as a barrier to progress in the biological
sciences (Caulfield et al. 2006; Epstein and Kuhlik 2004).

Empirical data relating to the potentially negative effects of patents
on university research have been mixed. One analysis of research paper
citations found that the citation rate after the patent grant declined
by 10 to 20 percent (Murray and Stern 2007). Surveys of life sciences
researchers found that the filing of patent applications was associated
with withholding data from dissemination in the scientific community
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for six months or more (Blumenthal et al. 1997, Campbell et al. 2000).
In a different survey of biomedical scientists, withholding data from
colleagues was identified as a leading contributor to delays in the progress
of science (Campbell et al. 2002).

By contrast, a different set of studies of biochemical scientists in
university and industry settings did not find that work was slowed
by competing patents or the need for licensing arrangements (Walsh,
Arora, and Cohen 2003; Walsh, Cohen, and Arora 2003). For exam-
ple, one reason that patents on others’ research progress did not have a
negative impact was that research scientists did not “pay much atten-
tion to others’ patents” (Walsh, Cho, and Cohen 2005). These studies,
which included limited surveys as well as a report of self-selected in-
terviews, also did not report a link between patenting and keeping
their research secret (Walsh and Hong 2003). The researchers concluded
that the “tragedy of the anticommons” effect was not substantial, al-
though the survey methods used here were much more limited in
scope and much less rigorous than the national studies of biomed-
ical researchers conducted by Blumenthal and Campbell and their
colleagues.

Conclusions about Bayh-Dole and
Recommendations for Future Research

After Bayh-Dole, patenting and licensing at U.S. universities grew, but
the magnitude of the legislation’s contribution is not known because
the evidence indicates that an increase in this activity was already under
way. Collateral effects, such as a change in academic research culture,
may have had important implications as well. From this review of the
literature, the following three areas of inquiry related to Bayh-Dole and
its effect on pharmaceutical development remain open for more rigorous
evaluation:

e The relationship between academic patenting and innovation ei-
ther in drugs or in basic science discoveries directly linked to
subsequent therapeutic product development.

e The effects of academic patents on collaboration, secrecy, and re-
search costs.
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e The role of academic technology transfer offices in fostering drug
development, including the use of strategies such as exclusive
licensing.

One source for funding such research could be the National Institutes
of Health (NIH), a leading source of federal grant funding and the orga-
nization charged with ensuring that the resulting intellectual property in
the biomedical sciences is properly managed (Sampat and Lichtenberg
2011). The NIH’s director, Francis Collins, recently announced the
creation of a new institute to enhance drug development, called the
National Center for Advancing Translational Science (NCATS) (Collins
2011). Because one goal of the NCATS is to support drug development
through its risky early stages, supporting research to identify the utility
of the patenting and licensing process would complement its mission.
While the most convincing work to date has focused on patent rates
and trends, the overall effectiveness of Bayh-Dole can also be evaluated
by investigating how government and academic resources contribute to
the development of the final products of biomedical research, including
pharmaceutical agents.

In addition, we have little information to guide academic licens-
ing policies in ways that promote public health benefits. For example,
nonexclusive licensing has been offered as a way to promote access
to drugs and related technologies in low-income settings (Kapczynski
et al. 2005), and some academic centers have considered changing their
licensing practices (AUTM 2009b). Even though the effects of such
changes might take some time, they should be empirically evaluated.
This research should be supported by groups like AUTM and could in-
clude, for example, a comparative review of internal licensing strategies
followed by academic institutions.

Finally, on the issue of collateral effects, more work should evalu-
ate the “tragedy of the anticommons” hypothesis and its relevance to
pharmaceutical development. As a starting point, academic researchers
should be surveyed to follow up on Blumenthal’s early work. These
surveys should evaluate both the subjective attitudes of basic scientists
toward intellectual property and technology transfer, as well as their
behaviors toward collaboration and licensing. In recent years, pharma-
ceutical industries have made progress in developing relationships with
academic researchers to support their work in drug development, so the
parameters of these relationships should also be explored.
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The Orphan Drug Act of 1983

In 1983, Congress passed the Orphan Drug Act, the first market-based
incentive program aimed at a particular class of diseases. This legislation
applied to treatments for conditions for which there was “no reasonable
expectation” that U.S. sales could support the drug’s development (it
was later amended to apply as well to disease with a prevalence of less
than 200,000). The Act provides three primary incentives: (1) federal
grants and contracts to support clinical trials of orphan products, (2) a
tax credit of 50 percent of clinical testing costs, and (3) an exclusive
right to market the orphan drug for the approved use for seven years
from the date of marketing approval. Orphan drugs may be granted
fast-track status for FDA reviews, and user fees commonly paid to the
FDA by manufactures are waived. The Orphan Drug Act applies to both
new drugs and off-patent or already-marketed drug products.

The Orphan Drug Act’s market exclusivity provision resembles a
patent, although it derives its significance to manufacturers because the
seven-year period starts on the date of the FDA’s approval. This is a
powerful incentive because it is not based on the validity or scope of any
patents protecting the underlying compound and begins only when the
drug is approved (unlike patents, which are usually obtained during the
preclinical testing period). The FDA can approve a clinically superior
product that has the same active ingredient before the expiration of seven
years, although this has never happened in practice. In addition, orphan
exclusivity applies only to the FDA-approved indication. Competitors
may therefore develop the same product (if it is not patent protected) and
conduct clinical trials for other indications, although the diminishment
of the potential market from the orphan designation may discourage
such a strategy.

Studies Addressing Primary Outcomes of the
Orphan Drug Act

Counts of drug production and investment after the Orphan Drug
Act was passed are common. In the decade before 1982, the FDA
approved only ten treatments for conditions later defined as orphan
diseases (Haffner 2006). By 1988, fourteen research-intensive pharma-
ceutical manufacturers reported having invested nearly $200 million in
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orphan drug—related research (NIH 1988). From 1983 through 2009,
the FDA’s Office of Orphan Products Development (OOPD) assigned
a total of 2,113 orphan designations. The FDA approved 347 total or-
phan drugs, including 279 distinct products (some drugs were approved
for more than one orphan indication) (Kesselheim 2010a). An OOPD
review found that the number of orphan drugs has increased as a percent-
age of all drug approvals, from 17 percent (1984-1988) to 31 percent
(2004-2008), and was 35 percent in 2008 (Coté et al. 2010). Orphan
products now represent about one-third of FDA-approved drugs and
biologics (Wellman-Labadie and Zhou 2010).

Such descriptive studies have limited utility, however, in part be-
cause no effort is made to account for confounding factors that might
have contributed to the results. For example, orphan drugs can pro-
duce substantial profits for their manufacturers. One early study deter-
mined that the eleven top-selling orphan drugs each earned more than
$200 million within five years of being marketed (Peabody, Ruby, and
Cannon 1995). A recent analysis also showed that orphan drugs faced
less profit-reducing generic competition overall than did nonorphans
(Seoane-Vazquez et al. 2008). Such results suggest that characteristics of
the drug reimbursement system in the United States that permit high
prices for certain types of medications may have inspired at least some
orphan drugs to be developed without the orphan drug designation.

Other, more rigorous, studies have tried to assess the impact of the
Orphan Drug Act. Heemstra and colleagues examined publications re-
lated to a cohort of rare diseases to assess scientific output before and
after the Orphan Drug Act was enacted (1976-2007) (Heemstra et al.
2009). They found that the rise in publications was not statistically dif-
ferent from the rise in scientific publications overall during that period,
suggesting an inconclusive role for the legislation in stimulating rare
disease research worldwide. Two economic studies also provide convinc-
ing evidence regarding the impact of the Orphan Drug Act. In one,
Yin compared a set of control diseases with rare diseases to estimate the
impact of the legislation on new clinical trials. He found a 69 percent
increase in the annual flow of clinical trials for drugs for rare diseases,
net any increases in the rate of new clinical trials for control diseases
(Yin 2008). But he also found a differential effect on innovation, with
the greater effect among orphan drugs with higher disease prevalence
and thus greater market potential. In a second study, Yin found that
the Orphan Drug Act encouraged manufacturers to target subdivisions
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of nonrare conditions, such as subpopulations that are refractory to ex-
isting therapies or have a severe or progressed form of a disease. Such
strategic positioning might be socially useful; indeed, Yin notes “the
development of personalized drugs that treat narrowly defined subsets
of patients within broadly defined disease populations is widely thought
to be a promising direction for future drug research” (Yin 2009, 961).
Other anecdotal reports question the utility of the Orphan Drug Act’s
incentives when the orphan products would otherwise have been de-
veloped for larger populations (Arno, Bonuck, and Davis 1995). The
OOPD seeks to prevent such “salami slicing” by permitting the orphan
designation for only “medically plausible” subsets of diseases (Maher and
Haffner 20006).

Studies Addressing Collateral Effects of the
Orphan Drug Act

Secondary concerns have arisen with the implementation of the Orphan
Drug Act. If the Orphan Drug Act does encourage the market position-
ing of products that might otherwise have been tested and approved for
a larger population, this is a dangerous outcome, for two reasons. First,
premarketing studies of orphan drugs tend to enroll extremely small
numbers of patients. For example, in the case of alglucerase (Ceredase), a
treatment for Gaucher’s disease, a rare congenital enzyme deficiency, the
manufacturer spent less than $60 million developing the drug, earning
approval primarily on the basis of a one-year randomized controlled trial
involving twelve patients (Goldman, Clarke, and Garber 1992). The
studies leading to the FDA’s approval of orphan drugs also tend to lack
basic features of high-quality clinical trial design. Comparing orphan
and nonorphan drug approval in the field of neurology, one set of authors
found that orphan drugs were less likely to be approved on the basis of
two randomized, double-blind placebo controlled trials (32% v. 100%,
p < 0.001) (Mitsumoto et al. 2009). Similar results were found in the
field of oncology (Kesselheim, Myers, and Avorn 2011). Pivotal trials for
orphan cancer drugs enrolled substantially fewer patients than did trials
for nonorphan cancer drugs (median 96 v. 290, p < 0.001) and were less
likely to be randomized (30% v. 80%, p = 0.007) or double-blinded
(4% v. 33%, p = 0.04). The higher frequency of nonrandomized, non-
blinded trials of orphan drugs raises questions about the robustness of
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the findings of such trials, particularly if the orphan drugs are then
prescribed off-label to a larger population.

In addition, if early studies of orphan drugs leading to FDA approval
necessarily involve only small numbers of patients, safety issues may
arise for orphan drugs after approval. Kesselheim and colleagues found
that newly approved orphan cancer drugs had higher odds of serious ad-
verse events in their pivotal trials than did nonorphan cancer drugs (1.72
[95% CI: 1.02-2.92, p = 0.04]). An early government-led analysis sug-
gested that 31 percent of orphan drugs on the market had demonstrated
more pronounced side effects during preapproval clinical testing than
did nonorphan drugs, and following FDA approval, 13 percent produced
more side effects than anticipated (Scharf 1989). By contrast, a more re-
cent cohort study of approved orphan drugs found that the probability of
a first safety-related regulatory action was slightly lower among orphan
drugs for both biologic products and new molecular entities overall,
although orphan drugs approved on a shorter time frame by the FDA
may have a higher risk for a safety-related regulatory action (relative risk
[RR}3.32;95% CI 1.06-10.42) (Heemstra et al. 2010). If orphan drugs
are approved with outstanding safety issues, this is particularly prob-
lematic for orphan drugs that end up being used widely off-label. For
example, erythropoeitin alpha (Epogen) was approved as an orphan drug
in 1989 to treat anemia associated with end-stage renal disease but was
prescribed for patients with all types of anemia (Walton et al. 2008). Re-
cently, the use of erythropoeitin was greatly reduced after studies linked
the product to increased cardiovascular mortality (Singh et al. 2006).

Finally, studies have highlighted rare diseases that the Orphan Drug
Act may not adequately reach because it seems to disproportionately
encourage the development of drugs with a viable U.S. market (Trouiller
etal. 1999). Only seven orphan drugs approved in the United States have
been intended for use in neglected tropical diseases (five of which were
AIDS-related infections) (Villa, Compagni, and Reich 2009). Heemstra
and colleagues looked at rare disease development as well and found
that a disease with a prevalence between 10 and 50 per 100,000 had
a more than threefold higher chance of obtaining at least one product
with an orphan drug designation (adjusted OR =3.72;95% CIl = 1.37—
6.44) than did a disease with a prevalence of 0.1-0.9 per 100,000. They
concluded that “current orphan drug legislation alone is not sufficient
to stimulate orphan drug development for diseases with a very low
prevalence” (Heemstra et al. 2009, 1166).



Review of Legislation Affecting Drug Development 469

Conclusions and Recommendations for Future
Research on the Orphan Drug Act

The most methodologically rigorous studies of the Orphan Drug Act
indicate that there was a response to the incentives offered by this legisla-
tion, whereas other market forces, such as anticipated revenue, may also
have affected orphan drug development (see table 2). While the impor-
tance of the Orphan Drug Act should not be understated for its success in
making increased resources available for rare disease drug development,
the cost-effectiveness of the incentives remains unknown. Investiga-
tors should address whether public resources should be distributed to
favor orphan drugs with greater overall public health importance be-
cause the disease is more debilitating or there are no other legitimate
treatment options available. For example, in 2010, the FDA approved
velaglucerase-alfa (Vpriv) as an orphan-designated drug for the treat-
ment for Gaucher’s disease to compete with alglucerase. A case study
of the economics of the Gaucher’s disease market would help explain
how such a rare condition could support the introduction of a follow-on
product and how the Orphan Drug Act played a role in the develop-
ment of this competing drug. Additional research is also needed about
the use of orphan drugs after approval, for example, to determine when
orphan drugs are widely used off-label. Such work could help address the
concerns about market positioning related to orphan drug designation.

Finally, more cross-national comparative research may be useful, as
Heemstra and colleagues have already done with admirable success. The
European Union (EU) passed similar legislation in 2000 providing a
ten-year exclusivity period (Cabri and Tambuyzer 2001). But the EU
program oversaw the approval of only fourteen new drugs in its first
five years, and many of those approvals were provisional and based on
incomplete data (Joppi, Bertele, and Garratini 2006). Comparisons of
different environments may provide the basis for controlled studies and
some insight into how manufacturers respond to incentives in this field.

The Hatch-Waxman Act

With the Drug Price Competition and Patent Term Restoration (Hatch-
Waxman) Act of 1984, Congress sought to encourage innovation by both
brand-name and generic drug manufacturers. Clinical testing periods,
as well as FDA review time, increased during the 1960s and 1970s, so



“Apnas uewnyg
Jo11d 293G "an[eA 21RIIPOA] :SIUIWWOD [eITFO[OPOYIAN
‘Teaosdde
vy oud pey s3nip pareusisap-ueydio jo 9497 ‘sSnIp
IUSIAPIP 0CY SurAjoaur suorreuSIsap ueydio 1¢9 punoy 4oy,
*(330d51 3seD) aNnfEA MOT SIUWWOD [BIISO[OPOYIIN
‘193 TRW
aseasIp—aJje ul sarnidejnuew Joj sijoid [enueisqns pue
s3nip ueydio jo asn [aqe[-}jo Jo sajdwexa pajusawndop 43y,
‘sasayrodAy Suriesauas Jog
[yasn a1e s330dax ase)) "an[eA MOT :SIUWWOD [eITTO[OPOYIIN

Aaron S. Kesselheim

*10' 3y pue Surpuny [esapsj Jo afos Furpnydur ‘sionpoid
Jo 3uawdo[aAap Y3 JO SUOIIBSTISIAUT PafleIap padnpuod £ayf,
‘suostredwod [BI13SIITIS OU INQ “$$I0ONS
A1389 530y SuIssasse 03 3ueAd[a3 pazsodas eiep ueisodwsr
JO 1unowe 25187 *aN[BA IBIDPOJA SIUIWIWOD [BIISOJOPOYIAA
‘s3onpoid sofes-mo[ pue safes-yS1y usamiaq
SIOUDIAJJIP MdJ PUNOJ A9 T, "SAWITI MATAIT Y (] PU® ‘@Iep
Sa[es ‘SA[qPLIBA JUSIYIP Z¢ U0 paiodal pue s3nip 1uaIajJIp
¢z Surssedwodous suorreuSisap Snip ueydio (0§34 punoj 4oy,

(€661-¢861)

SaWIT) MATADI Y (I Surpnydur ‘Aa1anoe Snip
ueydio jo syeak ¢ jo sisd[eue aandrdsaq

1uawdo[aAdp Fnip parePI-§IV 03 10V
8nig ueydiQ jo uorresrjdde jo 110da asen)

*9SBISIP $ IAYdNEL) JOJ (ISLPIII)))
ase1adnS[e jo 1uawdoraaap jo 110dax asen)

(1661—¢861) £31a1308
Snip ueydio jo s1eaf g Jo stseue aandridsag

L66T

BIYDOOUBIA
pue uBWNYS

€661
SIAR(] pue
‘spnuog ‘oury

C661 PqIED
pue ‘orer)
‘urwpjon

T661

‘Te 32 uewWNUS

sawodIn() 1uersodwy ISOJA Jo Arewrwng

uSsaq Apnag

(s)zoymy

470

1uswdoraas Sni uvo 10y Sni ueydiQ aya jo 1oedwy aya Surrenyeaq sarpnig
¢ HI9dVL



471

Review of Legislation Affecting Drug Development

\u@ﬁaﬁ\au

*dnois3 uvostredwod ou yarm

Apnas 2ATad1I0$3(T "aN[BA IBIDPOJA :SIUAWWOD [EIISOTOPOIDN
‘syo1eredWOd 9ATIOE ISUTESE PIISII Sem
Snip 1 AU (%0¢) 6 30] pawiojiad a1om s[e1I3 Pa[0IIUOD
PazZIWwopuel pue ‘919[dwod 10U 239Mm S[BLII [BITUI[D 3Y3 Uaym
pasoidde azam (949¢) 01 ‘s1onpoid pasoidde jO “seaoidde

(%1°L) 81 pue ‘suoneusrsap ueydio ¢¢z a19m 21913 ‘odoang uf
"UOTIBSNIED JO DUIPTAD OU INJ SUOIIBIIOSSE JO IDUIPIA d[qrssod

sapraoid sIsA[euy "anjea MOT SIUIWWOD [BIISOJOPOYIAA
*suonTpuod 1uareAdsd-ySry yarm vosiredwod
ur ‘A11TR3IOW UT 3SBIIIIP PUB $ISSIUT[T JUa[BAId-MO]

Suowre vondwnsuod Snip vondrdsaid ur yamois sem a1y,
“BIBP MITAIIUT PIIII[0D

A[1e2172W21SASUON] "aNTBA MOT :SIUSWWOD [BIITO[OPOYIIA
*SI2IMIDBJNUBW 03 32JN0SAT [NJasn & ST (OO Y2
183 pue ‘syuanred 03 a[qereae A[[e19Ua3 a1e sSnap ueydio reyd

“quowdo[aAap SnIp 33BAIIOW SIAIIUIDUT 308 943 JBY3 pUNOJ 43y J,
's8n1p ueydio jo uonrendodqns

Jo sisATeue 9A13d1I0s3(] "oNfeEA MOT :SIUSWWOD [BITSO[OPOYIIA
‘stserwrosouedAn

Jo eryR[RW JOJ 21aMm ¢ ‘panoidde sSnip ueydio z¢1 JO

($002—0002)
adoing ur yeaosdde pue uoneuZrsop

Snip ueydio jo sisd1eue aandrdsaq

*10® 33 191JB puUE 210Joq

£31453U0] pue ‘osn Snip ‘9duayesard aseasip
uo eiep swire[d jo uosiyedwod [ed130]007

‘s11adxa £o170d Snap yarm sinsuod pue

‘v yam sdnois snooj ‘sdnois £>edoape

1uanied pue sjanideynuew aseastp ueydio

[IIm SMITAIIUT ‘9dua[eaald aseasip pue
Teaosdde Snip ueydio jo siskreur aandrdsag

*saseasIp [e21do13 10§ sSnIp uo Fursndoj
sreaoadde Snip ueydio jo sisjeue aandrdsaq

900¢
TuneIes) pue
‘op9a19¢ ‘rddo(

£€00C
1PS05PIeA\
pue S12quaiydry

100C [e32U20
J0129dsug

U3 JO DHO

6661

‘[® 32 J9[[INOI],



Aaron S. Kesselheim

472

‘s8nip ueydiouou pue ueydio
U29M13q BII2I1ID JUBAI[I UO FUIISII [BI1ISIILIS
PITeA PUE TUOTID3][0D BIEP dATsuayaidwon)
‘anea YSTH :$1USWWO0D [ed1F0[OPOIA
(10070 > d) s1ead g-() Jo aSeraae £q A11AISN[OXD
9AT109JJ3 WNWITXEW PASEAIIUT AITATSN]IXD
ueydiQ (100°0 > d) vonmadwod >139uaF ss9]
Apueoyrugts pey ssnip ueydiQ ‘weidoid aya ur
pazedonied aaey sjosuods [[ews Jo 1aquinu a51e]
*9ouafeAd1d aseasIp uo
paseq suosiredwod [BUIAIUT YIIM ‘S[BLII [BITUT]D
pue sSnip ueydio jo saseqeiep aarsuoyaizdwod
uo paseq Furjapow pue suosiyedwod [ed1Is1IeIS
pareIa( ‘anfea YSIH :SIUSWWOD [ed1T0[OPOYIDA
‘porzad
Apnas noySnoIya paureisns sem aduaeAdsd
I9yS1y yarm saseasip ueydio J0J uorreaouur
913835 FUIMO[[0] A[oIBIPIWIWIT STBIA 01 paruwIr]
25UaTeAdId ISI[[RWUS JO SASLASIP JOJ UOTIBAOUU]
*saseastp ares Arewnid 10§ sSnIp 10J s[ern
[eJTUT[D M3U JO MO[J UT ASBIIIUT 94(0 B SeM I3 ],

‘s8nip

mau ueydiouou yarm uosiredwod [eI1ISTILIS

¢f11a135® 393j73°W JUaNbasqns pue (L00z—¢8G1)
suorreuS1sap ueydio jo sisd[eue aandudsa

(F66T—18G1) SaSBISIP
(ueydiouou) uowwooun pue ueydio 10J syeIn

SnIp [BJIUI]D M3U JO $33eJ JO sish[eue aaneredwo))

800¢ Te ¥
zanbzep -auroag

800¢ UIA

sowooInQ Jueisodwy IS0y Jo Arewrwing

uSrsag Apnag

(s)royny

porunuo—rc 41dV.L



473

Review of Legislation Affecting Drug Development

ponuriuo?y

*8urnisaa vostredwod
ou 1nq sisATeue aarsuayazdwod stya ur erep aandirdsap *JoJNIdRJNUBW pUE ‘dSLISIP
[erauBISqNG "ON[BA 3IBISPOJA :SIUIWWOD [eIIFO[OPOYIA ‘3nip uo paseq UoNILZII0Z1BIqNS
'sSnyels  J93IsNg20[q,, Paydeas aaey sSnip ueydio Jo g5 ISeI] 1Y qm {(6002—¢861) s3nip ueydio
‘sasn paie[ai-A30700u0 J0J pasoidde usajo 1sowr a1om s3nip ueydiQ paaoidde jo sisATeue aandrissq
“Apnas urx Jorxd 23g "anjea YSIH :S1USWWOD [eI1S0[OPOYIIN
Y
Sniq ueydiQ aya 105 Aj1enb pnom 1eya saseasip areuou jo
SUOISIAIPQNS JOJ S[BLII [eDTUI[D UT SISBAIOUT JUBDTUSTS 21oMm 219 ], “Apnas urx Jorid 2ag
‘suoryedriqnd SY1IuaIds YIrm uosiredwod [9A0U pUB UOTIII[0D
B1Bp 2AISUY2IdWON) ‘an[eA YSIH SIUSWWOD [BIISO[OPOYIdN
‘suoryedriqnd jo Jaquinu moJ B
Y3Irm s3seastp aJel aJe ueyl uonreusisap ueydio ue yirm 1onpoid
® ure1qo 03 ATayI] aJ0W aJe suoned[qnd JJ1IUaIds Jo JoquINy
Y31y B 1M SISBASIP 2JBY "SISBASIP 2dUaeAdId-19MO] PIP
e (P 9-LE T = 1D %$6 *TL°¢ = YO pa3snlpe) voneuSisop
& J31m 10npoid auo Isea] 3e Surureiqo Jo adueyd 1Yy
PI0J22143 ury3 230W ® pey saseasip ueydio aduateaard-1aySry (LOOZ—9LGT) [Te3aa0 suonredrjqnd
‘PUa13 [BISUST Y3 WOIJ IUIJIP A[[eI1IS1IRIS SITIUAIDS pue ‘saInS1y aduareaasd
10U ST saseasTp ueydio 01 paie[as suonedrqnd ur aseasdu] ‘syeaordde Snip ueydio jo maraay

010z noyz, pue
SIpEqeT-UTWIPM

600T UIX

600C 'Te 32
BJISWIIF]



*2]qeIBqaP ST S[OJIVOD
10§ A333e135 Suridwes ysnoyafe ‘eiep y( [eUIIUT Sutsn
sisA[eue qradng "an[eA 91BISPOJN :SIUDWWOD [BIISOJOPOYIDN

*sTer31 a3 Sundnpuod Auedwod ay3 jo 2ouarIadxa aya
pue Snip ueydio ue J0J Tern edrur]d Tezoald e jo vorrendod

Aaron S. Kesselheim

"(LOOT—8661) s[033u0d

3981e3 pue 1utod pus Arewnid ay3 jo ad10Yyd Y3 :suonedrdde se s3nip pasoiddeun ¢ pue sased se sSnip 1102 ‘T8 32
Snip ueydio [nyssadons Jo $13IS1IIDBIBYD 0MI salyrIuapt Apnag  ueydio paaoidde 13 Suisn uSisap  [033U03-358]) BIISWIIH
"UMBIP
suostredwod pue pauasaid s3[nsas pairwi] N BILP [BUIAIUT
anpeA-ySIE] "onJeA 1BIIPOTA SIUWWOD [BIIFO[OPOYIIN (8002—¢861)
‘s2180701q pue sSnip pasoidde Aimau steaoidde Snip ueydio e jo e1ep 0102
s,y 11® Jo pirya-auo A[ySnos quasardas mou sionpoxd ueydio  qdOO vV [pueiur woij sisdreue aanduosaq ‘Te 39 910D
"SUOTIBATWIT] dABY PISSASSE SAUW0IINO [ SNoyI[e ‘Apnis 11010d
P2ATDUOD-[[3/X\ "ON[BA 2IBIIPOTA SIUSWWOD [BIITO[OPOYIIN
(LT L8 ‘ST TID %S6 HH 01 A) £ouagy saurdIpajy ueadomg a1 30 YA
SUOTILdTPUT WISI[0qeIdW pUE [BUIISaIUT0IISES J0J s1onpoid ‘SN 2Y2 4q pansst sTeuorssajord a1ed yayeay
PUB (289 ‘96°0 ID %<6 ‘€8°L YY) s3onpoid [ed15o[oduo 03 SUOTIBDTUNWIWIOD U31ILIA (€) PUE ‘sSuruIem
“F'01°90°T 1D %6 7€ ¢ D] st 2a13e(ar) [eaosdde X0q-32¥[q,, (7) ‘spemeIpyaim £3es (1)
pareiafadde £q pasoidde asoys apniour sSnip ueydio Se pauljap ‘suoride A1o1en3as paye[as-£1ajes
Jo sasse[dqns Is1I-1YS1H "sSnip ueydiouou jo sarer 03 Jo Surwmn pue ‘A>uanbaig ‘arnieu :sowW0dIN0
Teprwis ‘dn-mofjog jo s1eak g 1938 945 ¢ (7 sem s3nip ueydio Surmor]0y ay3 Fururwexs (8002—0007) 010Z ‘T8 3
Joj uorde A303B[NT21 paje[aI-A31ayes 1511 ® Jo Aniqeqoid ay g, s3nyp ueydio pasoidde jo Apnas 110107 BIISWIIH
sowodIn() 3uelsodwy SO Jo Arewrwing uS1saq Apnag (s)royny

474

porunuo —r¢ 41dV.L



475

Review of Legislation Affecting Drug Development

‘sjoreredwod
Surfzapun ur saduaIYIp [e1IUa10d pue [[eI2A0
s3nip jo s;equinu [[ews Ing ‘eiep Y Arewnd

JO SISATBUY "9N[BA 9IBIIPOJN :SIUSWIWOD [BIISOJOPOYISA
‘F00=4dC67-20'1
ID %<6 7L T YO) sarpnas Snip ueydio ur s1u249
3s19APE SNOLIds pey s1uatred paiearnt 210 (300 = d
‘%EE SA %Y) PUIIG-21qnop pue (L000 = d ‘%08
‘SA 95()¢) pazIwopuel AJa¥I] SSI] a19m pue (1000
> d ‘06z "sa 69 uerpaw) syuanied Jomay pafjoIud

sTe113 Snip uveydio [ezoarg ((L0'0 = d ‘s1eak 6°9 “sa (0102-%002)
1°¢ uerpaw) awn 3uawdo[aAsp [ed1ur]d (3uedIUSTS £Zoroouo ur Teaosdde Fnip ueydiouou 110Z UIOAY pue
A[eo13as1ae3s 10U INq) J2330Ys © pey s3nip Jadued ueydiQ pue ueydio jo sisdfeue saneredwor) ‘SIDATN ‘wWITaY[asSay]



476 Aaron S. Kesselheim

at that time, new brand-name products had approximately an average
of 8.1 years remaining on the drug’s twenty-year patent term after
FDA approval (Grabowski and Vernon 2000). In addition, in the years
leading up to Hatch-Waxman, the generic drug market had lagged, with
generics accounting for only 19 percent of all prescriptions (CBO 1998)
and about 150 brand-name drugs lacking generic versions, despite being
oft-patent.

In the brand-name market, Congress responded to concerns about the
increasing time of drug development with the Patent Term Restoration
program. The Hatch-Waxman Act authorized extending the term of a
drug patent to compensate for the premarket development time. The
length of the extension for a given drug was the duration of the FDA
review before approval, plus half the time for clinical trials. The extension
could not exceed five years (two years for products already in the pipeline
[Lourie 19891), and the total patent term plus any restoration extension
could not exceed fourteen years from FDA approval.

At the same time, to promote competition with generic drugs for
off-patent products, Hatch-Waxman permitted generic products to be
approved based on studies showing bioequivalence to the brand-name
version (previously they had been required to conduct extensive human
trials). Hatch-Waxman also gave generic manufacturers the opportu-
nity to challenge brand-name patents and bring their bioequivalent
products to market starting five years after the brand-name drug was
approved (a so-called Paragraph IV challenge), although brand-name
manufacturers could add 2.5 or more years of protection by contesting
the Paragraph IV challenge. A Paragraph IV challenge could arise if the
generic manufacturer claimed it had “designed around” the brand-name
manufacturer’s patents—thereby creating a bioequivalent product with
the same active ingredient that did not infringe on any patents held
by the brand-name company—or if the generic manufacturer claimed
that the brand-name drug’s patents were inappropriately granted by
the U.S. Patent and Trademark Office. If the brand-name company con-
tested the Paragraph I'V challenge with a lawsuit, the resulting litigation
would then evaluate the generic manufacturer’s claims and determine
whether the market exclusivity period could continue. As an incen-
tive to generic drug manufacturers to bring a successful Paragraph IV
challenge, the Hatch-Waxman Act offered 180 days of generic market
exclusivity. The 180-day provision would lead to a market duopoly for
a six-month period, allowing the generic manufacturer to keep prices
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temporarily elevated and enhancing the generic manufacturer’s revenue.
Thus, Hatch-Waxman used a market exclusivity incentive to encourage
generic manufacturers to either (1) bring their bioequivalent products to
market sooner by designing around brand-name manufacturers’ patents
or (2) shoulder the expense of litigation to invalidate patents that were
protecting brand-name drugs (Engelberg 1999).

Studies Addressing Primary Outcomes of
Hatch-Waxman

Brand-Name Market. Brand-name manufacturers realized substantial
market exclusivity extensions from patent term restoration (see table 3).
The average patent restoration term was calculated to be 1.9 years for
drugs approved between 1984 and 1986 and three years for drugs ap-
proved between 1993 and 1995 (Shulman, DiMasi, and Kaitin 1999).
Grabowski and Vernon found that the average post-FDA approval patent
term for new drugs was 11.8 years for a cohort of drugs introduced be-
tween 1991 and 1993, including an extension of 2.3 years (Grabowski
and Vernon 1996). These results were consistent with a government
study that calculated an average of 2.8 years of extensions (CBO 1998).
Patent term restoration has contributed to an overall market exclusivity
for new molecular entities that ranges from about 12.6 to 15.9 years,
with higher-selling drugs usually on the lower end of that spectrum
(Grabowski and Kyle 2007). Other contributors to longer market ex-
clusivity terms after Hatch-Waxman include a reduction in FDA review
times and efforts by brand-name companies to obtain additional patents
on their drugs that serve as roadblocks to the entry of generics (Seoane-
Vazquez, Schondelmeyer, and Szeinbach 2008).

Generic Market.  Although Hatch-Waxman has been credited with
helping create the currently thriving generic drug industry, the role of
the 180-day generic exclusivity incentive is not clear (see table 4). From
1984 to 1989, only 2 percent of petitions to the FDA for generic drug
approval contained a Paragraph IV challenge, but from 1990 to 1997,
the number increased to 12 percent (FDA 1998). During those years,
only three generic manufacturers received 180-day exclusivity periods
(FTC 2002). By 2000, the rate of generic prescribing in the United
States had already reached 50 percent; thus, the 180-day period did not
aid the early generic drug boom.
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As generic prescriptions have since risen to account for more than
70 percent of the market (and only 20 percent of the spending on
prescription drugs), the number of Paragraph IV challenges markedly
increased from 35 in 2001 to 165 in 2008 (Higgins and Graham 2009).
Yet this rise has not been accompanied by similar trends in granting
180-day exclusivity periods, overturning invalid patents, or earlier in-
troduction of generic drugs. Indeed, more generic manufacturers have
ended litigation arising from Paragraph IV challenges in exchange for
lucrative settlements, leaving the disputed patents in place (Hemphill
2006). The Federal Trade Commission (FTC) initially considered such
agreements to be anticompetitive until it was overruled in 2005 by two
federal Circuit Courts of Appeal. Since then, the number of Paragraph
IV challenge settlements involving a restriction on generic entry and
a payment from the brand-name to generic company ballooned from
three to thirty-three in 2010 (Kesselheim, Murtagh, and Mello 2011).
An FTC economic study concluded that U.S. consumers would save $35
billion over the next decade by preventing such arrangements, but this
value is based on numerous assumptions related to the length of delay
and sales of drugs. Varying the assumptions in a reasonable sensitivity
analysis changed the estimate from as low as $6 billion to as high as $75
billion (Liebowitz 2009).

Conclusions and Recommendations for Future
Research about Hatch-Waxman

Hatch-Waxman patent term restoration appears to have increased mar-
ket exclusivity for brand-name drugs, although the shorter FDA review
time and other confounders may limit a precise quantification of its
effect. Still, no evidence has linked market exclusivity extensions arising
from patent term restoration to enhanced innovation in the drug mar-
ket by brand-name manufacturers and the development of additional
novel products. It has been said that patent expiration is a greater driver
of innovation and development than are extended monopolies, but few
independent researchers have attempted to address this question by ex-
amining pharmaceutical investment and production trends.

In the generic market, the impact of the 180-day exclusivity period
is controversial. Its availability, at least in recent years, may have at-
tracted more generic manufacturers to the U.S. drug market, but a rising
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number of challenges have led to settlements that have kept generics
out and have not resulted in their earlier entry. This outcome is not
consistent with the goals of that aspect of the legislation. Additional
investigation of the 180-day market exclusivity period should be a top
research priority. An excellent recent study by Hemphill and Sampat
revealed the characteristics of patents for which Paragraph IV challenges
were more likely, finding that the core patents on drug active ingredients
tended to be spared while weaker, later-issued patents were more likely
to be scrutinized (Hemphill and Sampat 2011). Still, there are no well-
controlled studies of the economic impact of Paragraph IV challenges
and the effect of settlements on drug availability and public health out-
comes. Notably, Congress is considering a legislative adjustment to the
180-day exclusivity incentive. The influence of any such legislation on
trends in this field should be closely monitored.

The Pediatric Exclusivity Extension

Due to their different body types and developing renal and circulatory
systems, pediatric patients respond to drugs differently than do adults.
Physiological variations in pediatric patients thus may enhance the risks,
or reduce the benefits, of a drug. Because pediatric patients make up
a minority of prescriptions of most drugs, companies have little finan-
cial incentive to organize or fund studies to guide prescribing (Wilson
1999). If prescription drugs were used in pediatric patients without
supporting clinical trials, children may have received treatments that
were underdosed, ineffective, or even dangerous (Szefler et al. 2003).

In response, the FDA asked manufacturers to voluntarily conduct
clinical trials in pediatric patients, but with little success. Between
1990 and 1997, the dosing, safety, and efficacy of only eleven agents
were sufficiently tested to warrant labeling changes regarding their
applicability to pediatric patients (Baker-Smith et al. 2008). As a result,
in 1997, legislation was enacted that offered drug manufacturers six
months of market exclusivity time, starting at the end of the drug’s
patent-protected period, in exchange for conducting pediatric studies.
The pediatric exclusivity provision allowed these extensions regardless
of the outcome of the trial; that is, they were not contingent on labeling
changes for pediatric use. Notably, the provision was not a patent term
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extension; rather, it operated by extending any existing deferrals of FDA
approval of generic entry.

Studies Addressing Primary Outcomes of
Pedjatric Exclusivity

After the pediatric exclusivity provisions were enacted, numerous phar-
maceutical manufacturers initiated trials of their drugs in pediatric pa-
tients (Roberts et al. 2003). By 2007, more than three hundred pediatric
studies had addressed efficacy/safety (25%), pharmacokinetics/safety
(30%), pharmacokinetics/pharmacodynamics (20%), and safety alone
(14%) (Milne 2002). The FDA-approved labeling changes for pedi-
atric use affected more than 115 products and included new or revised
pediatric information—such as new dosing, dosing changes, or pharma-
cokinetic information—new and/or enhanced safety data, information
on lack of efficacy, new formulations, and dosing instructions extending
the age limits in pediatric populations (Rodriguez et al. 2008). Ac-
cording to one report, nearly all drugs evaluated in exclusivity-inspired
pediatric research had no adverse events necessitating enhanced adverse
event monitoring (Smith et al. 2008).

Other studies describing outcomes from pediatric exclusivity trials,
however, have raised concerns about the implementation of the incentive.
First, studies examined the cost of the program. Critics charged that the
six-month exclusivity period overcompensated manufacturers (Public
Citizen 2001). An economic study of trials performed from 2002 to
2004 comparing predicted trial costs (e.g., contract research organization
costs, per-patient site costs, and central laboratory costs) and calculating
revenues (from sales audit data) found that the median cost to the drug
manufacturer was $12 million (range, $5 million to $44 million) and
the median net economic benefit to the manufacturer was $134 million
(range, —$9 million to $508 million), a ratio of just over 10 to 1 (Li
et al. 2007). While blockbuster drugs earned a high rate of return, most
products in the cohort realized a much lower rate of return. A similarly
designed study of nine antihypertensive drugs (including twenty-four
clinical study reports) found that the median ratio of net economic return
to cost was 17 to 1 (range 4—64.7 to 1) (Baker-Smith et al. 2008). In
that analysis, the labels of seven of the nine products were changed as a
result of the pediatric exclusivity trials. By contrast, another published
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report concluded that analyses overestimated the return on pediatric trial
investment by not taking into account some of the costs, such as the
expense of producing pediatric drug formulations, although this study
was based on interviews with interested parties (Milne and Bruss 2008).
Using internal data provided by drug manufacturers (which cannot
be confirmed), another study reported that pediatric trials have been
increasing in length and complexity (Milne and Faden 2007).

Second, studies have raised concerns about the program’s impact on
public health. A descriptive study of drugs granted pediatric exclusivity
through 2006 found that the drugs most frequently used by children
were underrepresented in the pediatric exclusivity studies. Rather, most
pediatric exclusivity studies were of drugs popular among adults (Boots
et al. 2007). The second study, a cross-national comparison of drug
labeling for pediatric patients, found that more drug labels addressed
patients under age twelve in the United States than in the United
Kingdom, Australia, and New Zealand (where no similar incentive
provisions exist), although there were no significant differences among
the countries in the proportion of drugs labeled for children under six
years, under two years, and under one month of age (Grieve et al. 2005).
The authors concluded that the pediatric exclusivity provision prompted
trials mainly in slightly older pediatric patients.

Other studies examined the trials’ quality and publication rates of
pediatric drug studies. An in-depth case study of pediatric trials for
hypertensive disease found important methodological flaws leading to
results showing no statistically significant dose response, even though
the agents were known to be effective in adults (Benjamin et al. 2008).
A cross-sectional cohort study found that only 113 of the 253 (45%)
pediatric studies performed from 1998 to 2004 were published in peer-
reviewed journals (Benjamin et al. 2006). The lack of publication of
completed trials may be a signal of reduced quality and prohibits an
independent evaluation of the data.

Conclusions and Recommendations for Future
Research on Pediatric Exclusivity

Since the pediatric exclusivity incentive was enacted, hundreds of pedi-
atric trials have been performed, leading to some useful label changes.
Nonetheless, studies of varying methodological rigor (see table 5) have
questioned the quality of these trials, the cost of the program, and the
impact of the pediatric exclusivity extension on public health outcomes.
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The collateral effects of the pediatric exclusivity provision have not
been investigated in any well-controlled trials. For example, the six-
month incentive may have harmful effects in the adult population from
reduced medication adherence linked to the extra six months of elevated
prices. In the case of atorvastatin (Lipitor), the manufacturer completed
the necessary pediatric study to receive the six-month pediatric exclu-
sivity extension for this costly cholesterol-lowering medication used
widely by adults with coronary vascular disease. Few pediatric patients,
however, require therapy with atorvastatin, and no studies suggest that
atorvastatin provides additional benefit for pediatric patients over other
cholesterol-lowering drugs in the same class. In contrast, in adult pa-
tients, atorvastatin has been shown to be specifically useful in high-risk
patients who require LDL cholesterol lowering that cannot be achieved
with other statins. The costs of the six-month pediatric exclusivity ex-
tension will fall nearly exclusively on those patients or their insurers. No
studies have quantified how adherence to costly essential medications
in the secondary adult market is affected by the six-month exclusivity
extension.

Other potential collateral effects of pediatric exclusivity also bear
investigation. Without comprehensive information about changes in
pediatric prescription drug rates before and after these studies, it is hard
to know the true impact of the pediatric exclusivity incentive. Therefore,
it would be useful to study how changes in pediatric labeling affect drug
use rates and clinical outcomes in children. It might also be useful to
model alternatives to the pediatric exclusivity incentive. Direct grant
funding of necessary trials may be more efficient than providing market
exclusivity as a way of promoting clinical trials in this area. In the past,
the National Institutes of Health have supported research to answer
specific public health questions in high-risk populations. To provide
additional incentives to manufacturers, Congress could enact a direct
bonus of double the cost of the clinical trials attached to their complete
execution. Testing such alternative mechanisms in a limited sample of
commonly used pediatric drugs might require only a small amount of
additional funding.

Summary and Future Directions

All four legislative programs discussed in this analysis have been the
subject of studies addressing their impact and public health significance.
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In general, most such studies are descriptive, such as those that chart the
number of pediatric studies performed to earn the six-month pediatric
exclusivity incentive. Fewer studies use comparators, such as experiences
in other jurisdictions or fields, or other observational study techniques
that account for confounding. No statute requires organizing the output
from these statutes into transparent databases that can then be evaluated
by government regulators as well as interested independent researchers,
which hampers the overall quality of the policy analysis.

The results of some of the descriptive studies have been cited to val-
idate these programs’ success, but such results can paint incomplete
pictures of the legislation’s impact. For example, in the case of Bayh-
Dole, other important factors occurring around the same time can also
explain a rise in academic patenting in the biological sciences, including
advances in biochemistry and DNA sequencing, U.S. Supreme Court
decisions that broadened the range of patentable subject matter in the
biological sciences, and regulatory changes that made it easier for in-
ventors to patent their discoveries. In the case of the Orphan Drug
Act, analyzing the number of new drugs for indications that are subsets
of larger disease entities (e.g., “anemia in end-stage renal disease” for
epoetin), as opposed to diseases in which the full manifestation of the
disease is rare (e.g., Gaucher’s disease), and analyzing the extent of off-
label use of orphan drugs after their development may help give a better
sense of how many drugs would have been developed without the leg-
islation in place. Plans to evaluate the use of orphan drugs and their
public health effects after initial FDA approval should be outlined in
such legislation and should be the responsibility of manufacturers who
receive the generous financial incentives offered.

Further investigation is needed of each of these incentive systems.
Well-controlled analyses of these market exclusivity incentives would
be preferred, although such work in health policy can be complicated
and resource intensive (Jaffe 1999). Still, sometimes even limited data—
such as anecdotal reports or simple post hoc analyses—can be useful in
driving policy and measuring the changes emerging after the enactment
of a legislative program. For example, the pediatric exclusivity provision
was initially found to be of marginal utility in encouraging needed
studies and was revised to permit greater flexibility in the types of drugs
eligible for the incentives after five years. In this case, salutary policy
changes were made without rigorous data in hand.

This analysis does not reach the conclusion that these legislative pro-
grams were misdirected or should not have been enacted. In fact, the
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data show that important gains have emerged related to the incentives.
Still, two main themes emerge from this review for scientists, health
services researchers, and policymakers in this field. First, simply pro-
viding market exclusivity incentives to achieve a particular outcome
cannot prevent misuse. Each program critically lacked a mechanism to
moderate overcompensation that might lead to undesirable secondary
consequences from cross-subsidizations. Second, there should be a rigor-
ous, prospective, and independent plan for evaluating the results and the
real potential to modify the incentive program to account for emerging
trends in implementation.

The Downside of Market Exclusivity Incentives

Each incentive program reviewed here can point to certain claims sup-
porting its effectiveness. Certainly, a number of important drugs for rare
diseases have been developed since 1983, and the Orphan Drug Act
and OOPD assisted their development to varying degrees. In the case
of Bayh-Dole, there are many positive examples of technology transfer
leading to scientific breakthroughs or useful drug development. Hatch-
Waxman’s 180-day exclusivity period has been a sought-after prize, as
demonstrated by its recent rise in popularity, drawing drug manufactur-
ers to the generic drug market.

These descriptive outcomes are insufficient, however, for judging the
overall success of these programs, including their efficiency and cost-
effectiveness. In fact, each of these programs has generated undesired
responses. In the case of Hatch-Waxman, the 180-day exclusivity pe-
riod has generated settlement agreements that benefit brand-name and
generic drug manufacturers at the expense of patients and payers, by
delaying the entry of generic drugs. In addition to misuse, unintended
consequences with substantial public health importance have emerged
from each market exclusivity incentive program (Kesselheim 2010b).
Bayh-Dole may help commercialize some discoveries, but the impact
of patenting and commercialization may slow other aspects of the re-
search process or change the focus of university-based basic science, to
the detriment of innovation more broadly.

Acknowledging the diversity in responses helps place these market
exclusivity incentives in their proper light and suggests some lessons for
similar future programs. Using market exclusivity as a tool to promote
drug development allows the government to subsidize a certain goal
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without directly allocating its resources, with the costs borne by patients
and third-party payers. But such indirect mechanisms can lead to wasting
limited resources and even gaming of the system. Thus, alternative
strategies should be considered for promoting drug development, such
as more transparent and direct resource allocations. This strategy, too,
has potential limitations, because regulators might not know best where
to optimally allocate resources. If alternative mechanisms of support are
not used, policymakers should strive to construct market exclusivity
incentives narrowly and consider linking the incentives directly to the
public health outcomes (Hollis and Pogge 2008). For future programs
that do choose to use market exclusivity to promote pharmaceutical
development, a reasonable first step might be to organize limited pilot
programs in controlled environments in which such analyses can be more
easily conducted and to compare the results with those of pilot programs
that use other incentive structures.

Periodic Evaluation

The efforts to collect empirical data regarding the impact of the legisla-
tive programs in this review have been insufficient in important ways.
Many of the studies discussed were patched together from data from
disparate sources or were complicated by potential conflicts of interest.
For example, the information about Bayh-Dole came from the AUTM,
which has a conflict of interest by virtue of being a trade association
of technology transfer offices. Formal research into a market exclusiv-
ity incentive program’s effectiveness should be organized prospectively
and should be undertaken by experts independent of connections to
the organizations receiving the benefits of the incentive. In the case of
Bayh-Dole, the Department of Commerce or the Government Account-
ability Office may be in a less conflicted position to conduct needed
reviews.

Fortunately, federal support for science policy studies may be im-
proving. The U.S. Office of Science and Technology Policy has made
it a priority to develop tools and benchmarks to measure innovative
output from policy changes (Office of Science and Technology Policy
2008). In the past, fears concerning trade secrets and confidentiality
have hampered the transparent presentation of data collected by gov-
ernment offices, but these concerns should be manageable (National
Research Council 2010). Indeed, the public availability of data relating
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to outcomes should be a requirement for involvement in any public-
sponsored incentive program.

Conclusion

This review of U.S. legislative programs that use market exclusivity
incentives to promote public health outcomes in the field of pharmaceu-
tical development shows that such programs have demonstrated success
in producing important medical advances. These incentive programs,
however, have also been characterized by misuse and may contribute
to harmful secondary consequences in related markets. The suboptimal
implementation of these incentives has important public health impli-
cations because inappropriate or undeserved exclusivity in the pharma-
ceutical market can lead to excessive health care spending and reduced
patient access to essential drugs. Programs seeking to encourage the
practical application of university research and to develop incentives for
privately funded research and development to produce drugs, devices,
and biologics should be directly linked to the intended public health
outcome. In addition, policymakers need to approach these incentive sys-
tems with a more critical and evaluative perspective through better pilot
testing of alternatives and ongoing analysis of newly adopted policies.
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